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Abstract: Poor initiation and implementation and premature discontinuation of anti-tuberculous
therapy, all forms of nonadherence, are major reasons for treatment failure, the development of
drug-resistant tuberculosis, and transmission to other non-infected individuals. Directly Observed
Therapy (DOT) has been the worldwide standard, but implementation of DOT is burdensome for
providers and patients, especially in resource-limited settings, where most of the burden of active TB
is located. Among the alternatives to DOT is electronic monitoring (EM) of drug dosing histories.
Here we report a usability study of a newly-designed, modular electronic monitor product, called the
MERM (Medication Event and Reminder Monitor), that is compatible with TB medication formats
and supply chains in resource-limited settings. This study, done in a rural setting in China, showed
that the use of the MERM for EM of TB medications was associated with a high degree of user
performance, acceptability, and satisfaction among both TB patients and medical staff. Based on
these data, EM is becoming the standard of care for drug-susceptible TB patients in China and scaled
implementations in several other countries with high TB burden have begun. In addition, the MERM
is being used in MDR-TB patients and in clinical trials involving patients with TB/HIV and latent TB.
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1. Introduction

Tuberculosis (TB) is one of the world’s deadliest diseases. Although nearly all cases can be cured,
TB remains one of the world’s biggest threats. In 2015, TB killed some 1.8 million people (1.4 million
HIV-negative and 0.4 million HIV-positive) [1]. Paradoxically, appropriate treatment cures more than
95 percent of actively-infected patients with drug-sensitive TB [2]. The reasons for treatment failure
are multifactorial. Poor medication adherence due to non-initiation of therapy, poor implementation
of the treatment regimen, or early discontinuation of treatment are prominent causes [3]. Poorly
adherent patients are also at higher risk than adherent patients of developing drug-resistant TB and of
passing the disease along to other contacts [1,4]. When effective therapies were initially developed
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in the late 1940s and early 1950s this resulted in the demise of long-term hospitalization as the
standard management of TB and, by 1962, Directly Observed Therapy (DOT) had been implemented
in Chennai (formerly Madras), India [5]. The widespread use of DOT was slow until the emergence
of multidrug-resistant tuberculosis in New York, and the Advisory Council for the Elimination of
Tuberculosis (ACET) made Directly Observed Therapy the standard of care, as a matter of federal
policy in 1993 [6]. In a study in New York City comparing DOT with unsupervised therapy, DOT
led to significant reductions in the frequency of primary drug resistance, acquired drug resistance,
and relapse [7].

In resource-limited settings, however, the challenges of DOT are the labor intensity of DOT,
the disruption to the lives and livelihoods of patients, and the costs to the health care system and
the patient [8,9]. In the past few years, with the development of a number of new technologies
for monitoring and improving adherence, there is a strong interest in evaluating these technologies
as a replacement for standard, facility-based DOT, as an adherence aid to the increasingly large
number of self-administering patients, and as a mechanism to inform and enable differentiated care.
A variety of different innovations have emerged as possible alternatives to DOT. Here we discuss
a usability evaluation of a new product, called a “MERM”, an acronym for Medication Event and
Reminder Monitor. Usability refers to “the quality of a system with respect to the ease of learning,
ease of use and user satisfaction and needs to be tested subjectively, necessitating input from the
user’s (i.e., patient or health care provider) perspective” [9]. Usability is typically assessed over
the sub-dimensions of user performance, satisfaction, and acceptability [10]. ISO, the International
Organization for Standardization, 9241, requires that the context of use for a product be analyzed
during product development [11]. Robust usability evaluations are typically conducted throughout
a product development lifecycle and strive to answer questions such as: Are users able to carry out their
task while expending reasonable resources such as time, cognitive or physical demand? Can the user
complete the tasks they are supposed to perform with the product? Is their performance complete and
accurate? How do users feel about the performance of the product [12]? Indeed, before introducing new
technology such as the MERM in a specific health context, usability testing will allow the identification
and resolution of potential issues that might hinder the successful introduction and use of such
technology in a research or clinical setting and is therefore considered to be an essential part of studies
integrating health technology into patients’ daily lives or health care providers’ clinical practice.

Published literature indicates that electronic monitoring (EM) interventions, including
EM-feedback and cognitive-educational interventions, are potentially effective approaches to enhance
patient adherence to medications [13,14]. Based upon that knowledge and having a desire to create
an electronic monitor compatible for use with blister packaged TB medications, the Chinese National
Center for TB control (NCTB) drafted the first Target Product Profile (TPP) that resulted in the original
version of the MERM. This earlier version was studied in a cluster-randomized trial (CRT) in China
involving 4173 new pulmonary TB patients enrolled across the 36 clusters (ISRCTN46846388) [15].
Despite some equipment and operational issues with this early version related to technical design
aspects such as battery life, this study demonstrated the efficacy of a medication monitor to improve
medication adherence in TB patients, and showed that reminders from the monitors further improved
medication adherence while text messaging reminders did not [15].

2. Materials and Methods

2.1. Aims of the Study

To ensure that the new MERM fully addressed the design and usability issues that were identified
in the version used in the prior trial by Liu et al. [15] a usability evaluation of the current version of
the MERM has been carried out. This study sought to examine the robustness and usability of the
new MERM along the subdimensions of user performance, satisfaction, and acceptability to both TB
patients and TB providers in a rural setting in China.
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The goals of the usability study were:

• The identification of unrecognized defects in the design and function of the MERM prior to scaled
deployment [16].

• The very specific identification of patient or provider usability issues, permitting:

• Targeted instruction, graphics, or FAQs to prevent or resolve such issues.
• Targeted training to prevent or resolve such issues.

• The assessment of user performance, satisfaction, and acceptability.

This study was small and uncontrolled and not designed to assess the impact of the MERM on the
adherence of the participants (patients or providers) involved in the study or to evaluate the potential
improved health outcomes of MERM-enabled patient management. These will be objectives of the
current large cluster-randomized trial [11].

2.2. Study Design

This usability evaluation employed a ‘multi-method component design’ that includes
a combination of quantitative and qualitative research methods to evaluate three sub-dimensions of
usability: user performance, satisfaction, and acceptability [17–19].

2.3. Setting

The study was carried out in March 2016 by the Chinese Center for Disease Control and
Prevention (CDC) at CDC designated TB hospital offices in Luanping and Pingquan counties. Both are
Level 2 hospitals in rural counties, serving an average of 13 to 20 new TB patients each month,
with approximately 100 TB patients under care at each site.

2.4. Patient and Provider Selection

Patient participants were selected using criterion-related block sampling (e.g., urban versus
rural, geographic coverage within China, gender, socio-economic status) to ensure that the usability
study participants would closely track the demographics of the planned participant population in the
upcoming CRT. Inclusion and exclusion criteria also closely tracked to be used in the upcoming CRT.
The initial cohort screened all new TB patients >18 years old who were registered from October 2015 to
January 2016 in the two counties. Patients who had been treated for more than five months, who had
pleurisy or MDR-TB or who had impaired communication skills were excluded. Phone calls were then
made to eligible patients and they were asked whether they were willing to participate in the study
when they next came to the TB clinic for follow-up. This process was continued until 15 patients had
been recruited at each site. Provider participants consisted of licensed medical providers treating TB
population in study region who were willing to implement the MERM and associated ICT System into
their practice for a period of three weeks. Ten medical staff (five at each site) were chosen to participate
in the study.

2.5. Variable and Measurement/Procedures

Prior to the study and before the anti-tuberculous medications were dispensed in the MERM,
patients and medical staff at each site received training on the use of the MERM. At the time of inclusion
in the study, patient user performance was assessed using a “walk-through and thinking-aloud”
method. Patient participants first received detailed, step-by-step instructions as to the critical tasks
required for effective use and operation of the MERM monitor. Next, patient participants were
then asked to use and to fully operate the MERM monitor, during which they were encouraged to
“think aloud”, expressing what they are doing, what they are seeing, what they are thinking, and
what they are feeling during such use and operation. At the conclusion of this walk through, thinking
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aloud session, semi-structured interviews were used to gain further information on specific design or
operational issues impacting the practical usability of the MERM monitor by the patients. Following
three weeks of “in field” use of the MERM monitor by patients, a semi-structured interview was
used to gain information on the satisfaction with and acceptability of the monitors to them. After the
interviews the patient participants answered nine questions quantitatively measuring their satisfaction
and acceptability, using a five-point Likert scale (1–5), whereby higher scores indicated a more positive
experience. Similar approaches were conducted with provider participants to assess the providers’
performance, satisfaction, and acceptability of the MERM monitor. The provider critical tasks were
entirely distinct from patient critical tasks, and the usability information reflected these differences.
However, the same “walk through, thinking aloud” approach and other qualitative and quantitative
methodologies were employed. The providers were also interviewed using a structured questionnaire
different than that for the patients. All the interviews and focus group discussions were co-moderated
by three professionals not employed at the study sites. Each in-depth interview lasted 20–30 min, and
each focus group lasted 40–60 min.

Table 1 shows the sample size, the dates and the locations of the evaluation in China.

Table 1. Evaluation sites and participants at each site.

County of Study in China Dates of Study Focus Group Participants In-Depth Interviews

Medical Staff Patients Medical Staff Patients

Luanping 17 March 2016 0 8 5 7
Pingquan 18 and 19 March 2016 5 7 0 8

Table 2 provides available demographic information of the participants. The patients participating
in the evaluation ranged uniformly from those under 30 to over 60 years of age.

Table 2. Demographics of patient participants.

Age Range (Years) <30 30–39 40–49 50–60 >60

Number of Participants 5 3 7 8 7

Based on subjective feedback gathered from all stakeholders involved in this first trial,
an improved monitor, the current version of the MERM (consisting of the MERM electronics module
and an accompanying drug container box that stores the medication and securely houses the MERM
module), was developed. Pictures of the current MERM and its associated TB medication container
are shown in Figure 1.
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Figure 1. Panel A shows the components of the MERM module and its location in the container in
which the medication blister cards are stored. As seen in Panel B, the MERM module is removable
for discrete transportation by the patient and to facilitate data download and battery replacement,
if needed. There is ample flat ‘billboard’ space inside the medication container as well as on the top of
the container that can be used for patient instruction labels, as shown in Panel C. The translation of
the Chinese characters in the LED label are: “Take dose now”, “refill medications”, and “low MERM
battery”. The left pictogram for the Patient Instruction Label says “please take_X_pills (how many
pills) per day” and the right pictogram says “please collect sputum and take the sputum container to
the hospital on_(agreed date)”. As also shown in Panels A, B, and D, holes in the container match the
locations of the three lights on the MERM (the green dose alert light, the yellow medication refill light,
and the red low battery warning light). In addition to the green dose alert light, an audible reminder
tone sounds as another dose alert.
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The salient technological features of the current version of the MERM are as follows:

• It is suitable for use with blister packaged TB medications by TB patients. It can hold one month of
DS-TB medication and is highly portable. The electronic module is removable and can, if desired,
be transported discretely to the clinic.

• It is highly durable. The container is made of food grade plastic that is resistant to damage from
impact. In addition, the MERM has been designed to be resistant to vibration (from transportation
or otherwise).

• Data acquisition is simple: It uses a magnetic sensor switch that is triggered upon the opening of
the drug container box.

• It has programmable alert mechanisms consisting of:

• Three LED Lights: Green—Dose Alert; Yellow—Refill; Red—Low Battery
• An audible tone to indicate that a dose is due.

• At a specific time each day, it produces a ‘heartbeat’ to indicate to the data center that the MERM
was functioning that day. The ‘heartbeat’ is downloaded along with the patient dosing data when
the patient returns to the clinic for follow up.

• Data transfer is straightforward. A USB port is available to connect to the provider’s data system.
• The power source is simple, and does not require a connection to an electrical outlet or recharging.

It utilizes two (2) AA disposable alkaline batteries, and the battery life is greater than 180 days.
• The MERM is affordable: its cost is approximately 9 USD, plus cost of the disposable batteries

($0.50 for the two required). It is highly re-usable, resulting in a lower per-patient cost.

The MERM is being utilized to benefit patients and care providers by helping patients organize
their medications, reminding patients of dosing and refill requirements, enabling electronic observation
of daily dosing, compiling detailed dosing histories, supporting enhanced counselling of patients,
informing and enabling differentiated care. The importance of defining the content of behavior change
interventions with precision and specificity [17] will be part of the ongoing CRT.

Specifically, the use of the MERM in the China CRT and beyond involves the following steps:

1. At treatment initiation, the MERM is registered to the patient and daily dosing refill alerts are set
per the medication regimen and patient preference.

2. The MERM is filled with one month of medication and given to the patient.
3. Visual and audible dosing reminders indicate to patients that medication should be taken.
4. Patient opens the MERM and takes medication, which action is captured and stored by the

MERM as a proxy for the medication-taking event [20].
5. Patient brings MERM with them to their next provider visit and/or for refill.
6. Care providers connect the MERM via a USB cable to download dosing history and ‘heartbeat’

information, in the process populating the patient-specific adherence dashboard.
7. Care providers print out the patient’s dosing history and use that information to evaluate

adherence “patterns”, investigate and understand patient’s specific challenges with medication
adherence and counsel the patient about how to recognize and overcome those challenges.

8. The dosing history also drives an algorithm that identifies the patient as high, medium, or low
risk, based on the patient’s level and pattern of non-adherence.

9. Refill medications are inserted into the MERM.
10. Daily dosing and refill alerts are adjusted (if required).
11. Patient is sent home again with his/her MERM and medications.
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3. Results

The English translation of the questions can be viewed in Figure 2, which summarizes details of
the provider and patient satisfaction and acceptability of the MERM in this usability trial. Activities are
currently underway to standardize personalized interventional options for feedback to patients based
on the detailed dosing histories available to both providers and patients from the MERM [13,21,22].
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Figure 2. Summary of the structured questionnaires, translated into English, administered to healthcare
staff (Panel A) and patients (Panel B) at both sites. Responses to each question were rated from 1 (low)
to 5 (high). Impressions of the investigators are noted to the right of the responses. These results
are being used to make modifications to the MERM and with its interface with the China TB
software system.
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After the on-site testing and training of patients with TB prior to the dispensing of their drugs
they reported almost no difficulties in using the MERM. They generally indicated that, based on the
training, they opened the box only when taking their medications. Having been instructed on how to
take the medications, they usually did not spend time re-reading the label that was provided as part of
the medication box. At the on-site interview after completion of the three-week study patients reported
spending only a very short time getting their medications out of the box every day (usually only
20–30 s from the opening to the closing of the box). The time to use the box differed very little as
a function of age.

The medical staff found that the MERM was easy to use, and that transmission of patient data to
the TB data center was convenient. They also noted that the MERM interface was user-friendly and
required only a modest amount of on-site training before actual implementation. The medical staff
suggested several improvements that were made and will be discussed below. Operationally, the time
required by the medical staff to activate and set up the MERM-enabled box was short (under 2.5 min)
including installing the batteries, linking the MERM to the desktop computer, setting and adjusting the
times of the reminders and putting the drug blister packs into the box. The time required to download
and check the data from a MERM from a returning patient was under 30 s.

As outlined above, the identification of changes that could improve the user performance,
acceptability, and satisfaction with the MERM was the major goal of this usability study. Many specific
comments and recommendations were provided by the medical staff and the patient participants.
For example, the medical staff recommended more detailed training, better alignment of the MERM
output with the mandatory “TB specific report” required by the CDC, and better formatting of the
desktop computer display of the MERM data. Patients suggested more flexibility in the volume and
tone of the audible reminder that a dose was due, to distinguish it from similar household sounds,
the ability to lock the box to prevent others from using it, and the possibility of battery changes
by the patient. Most of these recommendations have been implemented and incorporated in the
MERM that is now being employed in a second, ongoing CRT in China (ISRCTN35812455). This is
a two-arm, unblinded, pragmatic CRT. Participants in both the intervention and control arms will
be given a MERM box and 30 days of medication, which they will be asked to keep in the MERM.
Patients in the intervention arm will be required to bring their MERM to each monthly follow-up visit,
at which point the doctor or a designee will connect it to the computer and download the data for use
in enhanced adherence counselling and to inform and enable differentiated care. In the control arm,
the MERM is in silent mode (no audio or visual reminders) and data from the box will be downloaded
at the end of treatment. The doctor will not be able to access these adherence data. The unit of
randomization will be counties/districts in three provinces in China with the distinction between
counties and districts being one of degree of urbanization. The target number of participants in the
two trial arms is 3000 patients with drug-sensitive pulmonary TB. Recruitment began in November
2016 and the overall end of the trial, including 18 months of follow up is anticipated to be May of 2019.
The primary objective of this latter trial is to evaluate the cost-effectiveness and health outcome impact
of patient management supported by the MERM—all as a prelude to large-scale deployment in China.

4. Discussion

It is now widely accepted that the challenges of DOT [8,23] preclude its use in resource-limited
settings and traditional DOT is practiced only sparsely [24]. A 2017 update of the guidelines for the
treatment of drug-susceptible tuberculosis and patient care supports the offering of digital medication
monitors to patients with TB [25]. A recent evaluation of the “End TB Strategy” in China, India, and
South Africa by nine independent modelling groups examined intervention scenarios that scaled up
existing interventions, including adherence support and counseling, and estimated the cost of each
scenario [26]. This study concluded that expansion of tuberculosis services would be cost-effective for
high-burden countries and could generate substantial health and economic benefits for patients with
TB. Relevant to this analysis, our short three-week trial demonstrated that employing the MERM for
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TB medications was associated with a high degree of user performance, acceptability and satisfaction
among both TB patients and medical staff. The patients themselves reported that the MERM was
easy to use and improved their adherence and their experience of taking their medications, thereby
enhancing their quality of life and that of their families. The medical staff also reported that it reduced
the workload and increased their job satisfaction. Currently, the MERM is being implemented in China
and India, and is being considered for use in clinical trials and in other chronic diseases such as HIV.
There are limitations of this usability study since it was carried out in a specific population and region
of China. While the overall impressions of the patients and providers were very positive about the
MERM and the recommendations for additional training and modifications were valuable, additional
data on its usability will need to be obtained as the MERM is scaled up in other settings in China and
other countries.

5. Conclusions

The WHO has acknowledged that adherence interventions such as the MERM “significantly
improve” treatment outcomes for both DOT and self-administering patients. This usability study
has shown that the MERM is highly feasible in resource-limited settings and highly acceptable to
patients and providers. This usability study also has led to some recommendations for improvements
that have already been implemented as the scale-up of the MERM progresses in both China and
India. Importantly, on the strength of this and other trials in China and the evidence therefrom,
the WHO, in their recent Guidelines for Treatment of Drug-Susceptible Tuberculosis and Patient Care,
2017 Update, specifically approved digital medication monitors such as the MERM for use by country
programs as a suitable “adherence interventions.” Further evaluation of the cost-effectiveness and
clinical impact of the MERM is currently underway in a cluster-randomized trial (ISRCTN35812455)
in China.

Acknowledgments: We thank the patients and health care providers at the two clinical sites for their willingness to
participate in this study. This work was supported by the Bill and Melinda Gates Foundation, Seattle Washington,
Grant Number OPP1132739.

Author Contributions: Bruce Thomas, Xiaoqiu Liu, and Sabina De Geest conceived and designed the experiments;
Shiwen Jiang, Yongxin Gao, Zhiying Zhang and Xinxu Li performed the experiments; Terrence Blaschke,
Sabina De Geest, an Shitong Huan analyzed the data; Terrence Blaschke, Elizabeth Whalley Buono, and
Stacy Buchanan wrote the paper.

Conflicts of Interest: Bruce Thomas, Elizabeth Whally Buono, and Stacy Buchanan, as members of The Arcady
Group, LLC, received a grant from the Bill and Melinda Gates Foundation to develop a TPP and to select a supplier
for the development, manufacturing, and distribution of the MERM device. They have no continuing financial
interest in the sale or use of the MERM devices. Sabina De Geest received support from The Arcady Group,
LLC to assist in writing the proposal for this project. All other authors report no potential conflicts. All authors
have submitted the ICMJE form for disclosure of potential conflicts of interest. Conflicts that the editors consider
relevant to the content of the manuscript have been disclosed.

References

1. Horsburgh, C.R., Jr.; Barry, C.E., 3rd; Lange, C. Treatment of Tuberculosis. N. Engl. J. Med. 2015, 373,
2149–2160. [CrossRef] [PubMed]

2. Blumberg, H.M.; Burman, W.J.; Chaisson, R.E.; Daley, C.L.; Etkind, S.C.; Friedman, L.N.; Fujiwara, P.;
Grzemska, M.; Hopewell, P.C.; Iseman, M.D.; et al. American Thoracic Society/Centers for Disease Control
and Prevention/Infectious Diseases Society of America: Treatment of tuberculosis. Am. J. Respir. Crit.
Care Med. 2003, 167, 603–662. [PubMed]

3. Vrijens, B.; De Geest, S.; Hughes, D.A.; Przemyslaw, K.; Demonceau, J.; Ruppar, T.; Dobbels, F.; Fargher, E.;
Morrison, V.; Lewek, P.; et al. A new taxonomy for describing and defining adherence to medications. Br. J.
Clin. Pharmacol. 2012, 73, 691–705. [CrossRef] [PubMed]

4. Adane, A.A.; Alene, K.A.; Koye, D.N.; Zeleke, B.M. Non-adherence to anti-tuberculosis treatment and
determinant factors among patients with tuberculosis in northwest Ethiopia. PLoS ONE 2013, 8, e78791.

http://dx.doi.org/10.1056/NEJMra1413919
http://www.ncbi.nlm.nih.gov/pubmed/26605929
http://www.ncbi.nlm.nih.gov/pubmed/12588714
http://dx.doi.org/10.1111/j.1365-2125.2012.04167.x
http://www.ncbi.nlm.nih.gov/pubmed/22486599


Int. J. Environ. Res. Public Health 2017, 14, 1115 10 of 11

5. Bayer, R.; Wilkinson, D. Directly observed therapy for tuberculosis: History of an idea. Lancet 1995, 345,
1545–1548. [CrossRef]

6. Fox, W. Self-administration of medicaments. A review of published work and a study of the problems.
Bull. Int. Union Tuberc. 1962, 32, 307–331. [PubMed]

7. Weis, S.E.; Slocum, P.C.; Blais, F.X.; King, B.; Nunn, M.; Matney, G.B.; Gomez, E.; Foresman, B.H. The effect of
directly observed therapy on the rates of drug resistance and relapse in tuberculosis. N. Engl. J. Med. 1994,
330, 1179–1184. [CrossRef] [PubMed]

8. Volmink, J.; Garner, P. Directly observed therapy for treating tuberculosis. Cochrane Database Syst. Rev. 2007,
CD003343. [CrossRef]

9. McLaren, Z.M.; Milliken, A.A.; Meyer, A.J.; Sharp, A.R. Does directly observed therapy improve tuberculosis
treatment? More evidence is needed to guide tuberculosis policy. BMC Infect. Dis. 2016, 16, 537. [CrossRef]
[PubMed]

10. Van Gemert-Pijnen, J.E.W.C.; Nijland, N.; van Limburg, M.; Ossebaard, H.C.; Kelders, S.M.; Eysenbach, G.;
Seydel, E.R. A Holistic Framework to Improve the Uptake and Impact of eHealth Technologies. J. Med.
Internet Res. 2011, 13, e111. [CrossRef] [PubMed]

11. Jaspers, M.W. A comparison of usability methods for testing interactive health technologies: Methodological
aspects and empirical evidence. Int. J. Med. Inform. 2009, 78, 340–353. [CrossRef] [PubMed]

12. Brooke, J. SUS: A ’Quick and Dirty’ Usability Scale. In Usability Evaluation in Industry; Jordan, P.W.T.B.,
Weerdmeester, B.A., McClelland, I.A., Eds.; Taylor & Francis Ltd.: London, UK, 1996; pp. 189–194.

13. Haberer, J.E.; Sabin, L.; Amico, K.R.; Orrell, C.; Galarraga, O.; Tsai, A.C.; Vreeman, R.C.; Wilson, I.;
Sam-Agudu, N.A.; Blaschke, T.F.; et al. Improving antiretroviral therapy adherence in resource-limited
settings at scale: A discussion of interventions and recommendations. J. Int. AIDS Soc. 2017, 20, 1–15.
[CrossRef] [PubMed]

14. Demonceau, J.; Ruppar, T.; Kristanto, P.; Hughes, D.A.; Fargher, E.; Kardas, P.; De Geest, S.; Dobbels, F.;
Lewek, P.; Urquhart, J.; et al. Identification and assessment of adherence-enhancing interventions in studies
assessing medication adherence through electronically compiled drug dosing histories: A systematic
literature review and meta-analysis. Drugs 2013, 73, 545–562. [CrossRef] [PubMed]

15. Liu, X.; Lewis, J.J.; Zhang, H.; Lu, W.; Zhang, S.; Zheng, G.; Bai, L.; Li, J.; Li, X.; Chen, H.; et al. Effectiveness
of Electronic Reminders to Improve Medication Adherence in Tuberculosis Patients: A Cluster-Randomised
Trial. PLoS Med. 2015, 12, e1001876. [CrossRef] [PubMed]

16. Denhaerynck, K.; Schäfer-Keller, P.; Young, J.; Steiger, J.; Bock, A.; De Geest, S. Examining assumptions
regarding valid electronic monitoring of medication therapy: Development of a validation framework and
its application on a European sample of kidney transplant patients. BMC Med. Res. Methodol. 2008, 8, 5.
[CrossRef] [PubMed]

17. Michie, S.; Wood, C.E.; Johnston, M.; Abraham, C.; Francis, J.J.; Hardeman, W. Behaviour change techniques:
The development and evaluation of a taxonomic method for reporting and describing behaviour change
interventions (a suite of five studies involving consensus methods, randomised controlled trials and analysis
of qualitative data). Health Technol. Assess. 2015, 19, 1–188. [PubMed]

18. Bleser, D.E.L.; Geest, S.D.E.; Vincke, B.; Ruppar, T.; Vanhaecke, J.; Dobbels, F. How to test electronic adherence
monitoring devices for use in daily life: A conceptual framework. CIN Comput. Inf. Nurs. 2011, 29, 489–495.
[CrossRef] [PubMed]

19. De Bleser, L.; De Geest, S.; Vandenbroeck, S.; Vanhaecke, J.; Dobbels, F. How accurate are electronic
monitoring devices? A laboratory study testing two devices to measure medication adherence. Sensors 2010,
10, 1652–1660. [CrossRef] [PubMed]

20. Vrijens, B.; Tousset, E.; Rode, R.; Bertz, R.; Mayer, S.; Urquhart, J. Successful projection of the time course
of drug concentration in plasma during a 1-year period from electronically compiled dosing-time data
used as input to individually parameterized pharmacokinetic models. J. Clin. Pharmacol. 2005, 45, 461–467.
[CrossRef] [PubMed]

21. Michie, S.; Richardson, M.; Johnston, M.; Abraham, C.; Francis, J.; Hardeman, W.; Eccles, M.P.; Cane, J.;
Wood, C.E. The behavior change technique taxonomy (v1) of 93 hierarchically clustered techniques: Building
an international consensus for the reporting of behavior change interventions. Ann. Behav. Med. 2013, 46,
81–95. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/S0140-6736(95)91090-5
http://www.ncbi.nlm.nih.gov/pubmed/13894402
http://dx.doi.org/10.1056/NEJM199404283301702
http://www.ncbi.nlm.nih.gov/pubmed/8139628
http://dx.doi.org/10.1002/14651858.CD003343.pub3
http://dx.doi.org/10.1186/s12879-016-1862-y
http://www.ncbi.nlm.nih.gov/pubmed/27716104
http://dx.doi.org/10.2196/jmir.1672
http://www.ncbi.nlm.nih.gov/pubmed/22155738
http://dx.doi.org/10.1016/j.ijmedinf.2008.10.002
http://www.ncbi.nlm.nih.gov/pubmed/19046928
http://dx.doi.org/10.7448/IAS.20.1.21371
http://www.ncbi.nlm.nih.gov/pubmed/28741331
http://dx.doi.org/10.1007/s40265-013-0041-3
http://www.ncbi.nlm.nih.gov/pubmed/23588595
http://dx.doi.org/10.1371/journal.pmed.1001876
http://www.ncbi.nlm.nih.gov/pubmed/26372470
http://dx.doi.org/10.1186/1471-2288-8-5
http://www.ncbi.nlm.nih.gov/pubmed/18284675
http://www.ncbi.nlm.nih.gov/pubmed/26616119
http://dx.doi.org/10.1097/NCN.0b013e31821a1555
http://www.ncbi.nlm.nih.gov/pubmed/21532468
http://dx.doi.org/10.3390/s100301652
http://www.ncbi.nlm.nih.gov/pubmed/22294891
http://dx.doi.org/10.1177/0091270004274433
http://www.ncbi.nlm.nih.gov/pubmed/15778427
http://dx.doi.org/10.1007/s12160-013-9486-6
http://www.ncbi.nlm.nih.gov/pubmed/23512568


Int. J. Environ. Res. Public Health 2017, 14, 1115 11 of 11

22. Haberer, J.E.; Musinguzi, N.; Tsai, A.C.; Boum, Y., 2nd; Bwana, B.M.; Muzoora, C.; Hunt, P.W.; Martin, J.N.;
Bangsberg, D.R. Real-time electronic adherence monitoring plus follow-up improves adherence compared
with standard electronic adherence monitoring. AIDS 2017, 31, 169–171. [CrossRef] [PubMed]

23. Munro, S.A.; Lewin, S.A.; Smith, H.J.; Engel, M.E.; Fretheim, A.; Volmink, J. Patient adherence to tuberculosis
treatment: A systematic review of qualitative research. PLoS Med. 2007, 4, e238. [CrossRef] [PubMed]

24. Yellappa, V.; Lefèvre, P.; Battaglioli, T.; Narayanan, D.; Van der Stuyft, P. Coping with tuberculosis and
directly observed treatment: A qualitative study among patients from South India. BMC Health Serv. Res.
2016, 16, 283. [CrossRef] [PubMed]

25. Guidelines for the Treatment of Drug-Susceptible Tuberculosis and Patient Care; 2017 Update; WHO: Geneva,
Switzerland, 2017; p. 25.

26. Menzies, N.A.; Gomez, G.B.; Bozzani, F.; Chatterjee, S.; Foster, N.; Baena, I.G.; Laurence, Y.V.; Qiang, S.;
Siroka, A.; Sweeney, S.; et al. Cost-effectiveness and resource implications of aggressive action on tuberculosis
in China, India, and South Africa: A combined analysis of nine models. Lancet Glob. Health 2016, 4, e816–e826.
[CrossRef]

© 2017 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1097/QAD.0000000000001310
http://www.ncbi.nlm.nih.gov/pubmed/27835622
http://dx.doi.org/10.1371/journal.pmed.0040238
http://www.ncbi.nlm.nih.gov/pubmed/17676945
http://dx.doi.org/10.1186/s12913-016-1545-9
http://www.ncbi.nlm.nih.gov/pubmed/27430557
http://dx.doi.org/10.1016/S2214-109X(16)30265-0
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Aims of the Study 
	Study Design 
	Setting 
	Patient and Provider Selection 
	Variable and Measurement/Procedures 

	Results 
	Discussion 
	Conclusions 

